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II. AMF.NnMENTSTO THE S PRriFICATION 

Please replace the paragraph on page 16, lines 6 to 24, with the following amended 
paragraph: 

The term "substituted alkylene" refers to an alkylene group, as defined above, having 
from 1 to 5 substituents, and preferably 1 to 3 substituents, selected from the group consisting of 
alkoxy, substituted alkoxy, cycloalkyl, substituted cycloalkyl, cycloalkenyl, substituted 
cycloalkenyl, acyl, acylamino, acyloxy, amino, substituted amino, aminoacyl, aminoacyloxy, 
oxyaminoacyl, azido, cyano, halogen, hydroxyl, carboxy, carboxyalkyl, Aioaryloxy, 
thioheteroaryloxy, thioheterocyclooxy, thiol, thioalkoxy, substituted thioalkoxy, aryl, aryloxy, 
heteroaryl, heteroaryloxy, heterocyclic, heterocyclooxy, hydroxyamiao, alkoxyamino, nitro, 
-SO-alkyl, -so-substituted alkyl, -SO-aryl, -SO-heteroaryl, -SO^-alkyl, -SO^-substituted alkyl, - 
SOz-aryl and -S02-heteroaxyl. Additionally, such substituted alkylene groups include those 
where 2 substituents on the alkylene group are fused to form one or more cycloalkyl, substituted 
cycloalkyl, cycloalkenyl, substituted cycloalkenyl, aryl, heterocyclic or heteroaryl groups fused to 
the alkylene group. Preferably such fused groups contain from 1 to 3 fiised ring structures. 
Additionally, the term substituted alkylene includes alkylene groups in which from 1 to 5 of the 
alkylene carbon atoms are replaced with oxygen, sulfur or -NR- where R is hydrogen or alkyl. 
Examples of substituted alkylenes are chloromethylene (-CH(Cl)-), ammoethylene 
CII(Nl - yCH2 ) f-CHfNH ,')CH,-'), 2-carboxypropylene isomers 
(-CH2CH(C02H)CH2-), ethoxyethyl (-CH^GH^ O-CHzCH^-) and the like. 
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Please replace the paragraph on page 35, line 1 to page 36, line 09, with the following 
amended paragraph: 



where A represents minus one carbon atom and R\ R^ Y, Z and x are as defined herein. This 
reaction is typically conducted by first contacting one equivalent of the glycopeptide, i.e., 
vancomycin, with an excess, preferably from 1 .1 to 1 .3 equivalents, of the desired aldehyde in 
the presence of an excess, preferably about 2,0 equivalents, of a tertiary amine, such as 
diisopropylethylamine (DIPEA) and the like. This reaction is typically conducted in an inert 
diluent, such as DMF or acetonitrile/water, at ambient temperature for about 0.25 to 2 hours until 
formation of the corresponding unine and/or hemiaminal is substantially complete. The resulting 
imine and/or hemiaminal is typically not isolated, but is reacted in situ with a metal hydride 
reducing agent, such as sodium cyanoborohydride and the like, to afford the corresponding 
amine. This reaction is preferably conducted by contacting the imine and/or hemiammal with an 
excess, preferably about 3 equivalents, of trifluoroacetic acid, followed by about 1 to 1 .2 
equivalents of the reducing agent at ambient temperature in methanol or acetonitrile/water. The 
resulting alkylated product is readily purified by conventional procedures, such as precipitation 
PTiH/nr rf^vftTRfi-phase HPfcG high-performance liquid chromatography (HPLQ. Surprisingly, by 
forming the imine and/or hemiaminal m the presence of a trialkyl amine, and then acidifying with 
trifluoroacetic acid before contact with the reducing agent, the selectivity for the reductive 
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By way of illustration, a lipidated glycopeptide compound useful m the present invention 
can be prepared by reductive alkylated as shown in the following reaction: 




NH2 
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alkylation reaction is greatly improved, i.e., reductive alkylation at the amino group of the 
saccharide (e.g., vancosamine) is favored over reductive alkylation at the N-terminus (e.g., the 
leucinyl group) by at least 10:1, more preferably 20:1. 
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